WHAT IS CLAIMED IS: 



1. A method of treating a CCR4-mediated condition or disease in a 
subject, said method comprising administering to a subject in need of such treatment an 
effective amount of a compound having the formula: 

Ar'-X-Ar 2 (I) 

wherein 

Ar 1 and Ar 2 are each members independently selected from the group consisting 
of substituted or unsubstituted aryl, substituted or unsubstituted fused aryl- 



heterocyclic ring systems 
X is a linking group selected fron 



and substituted or unsubstituted heteroaryl; and 
the group consisting of-N(R)-, -C(0)S-> 



group consisting of H and 



CH=CHS02- and -SC>2N(R)- wherein R is a member selected from the 



mbstituted or unsubstituted (Ci-C8)alkyl. 



A method in ac/orc ance with claim 1, wherein X is -NH-. 

A method in/accord m c ? with claim 1, wherein X is -SO2NH-. 

4. A method in accorc ai c \ with claim l^wherein Ar 1 and Ar 2 are 
each substituted or unsubstituted member > po^jendgjiti^selected from the group 
consisting of: 




-o 



6. A method in accor 
substituted heteroaryl selected from the g 
substituted thienyl, and substituted furan 



A 




vO 



O-N 




V 



5. A method in accordance with claim 2, wherein Ar 1 is substituted 
heteroaryl and Ar 2 is substituted or unsul stituted aryl. 



ance with clairiTS, wherein said Ar 1 is a 
roup consisting of substituted thiazolyl, 
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7. A method in accordance with claim JS^ wherein said Ar 2 is a 
substituted or unsubstituted phenyl or a substituted or unsubstituted naphthyl. 

8. A method in accordance Avith clainr3^ wherein Ar 2 is a phenyl 
group having from 1 to 4 substituents independently selected from the group consisting of 
halogen, hydroxy, (Ci-C 4 )alkyl, (C r C 4 )alkoxy, (C r C 4 )alkylthio, (Ci-C 4 )haloalkyl, (Ci- 
C 4 )haloalkoxy, nitro, cyano, (Ci-C 4 )acyl, anqjino, (Ci-C 4 )alkylamino, and di(Ci- 
C 4 )alkylamino. 

9. A method in accordance with claim-8, wherein said phenyl group 
has from 1 to 3 substituents independently selected from the group consisting of halogen, 
(Ci-C 4 )haloalkyl, (Ci-C 4 )haloalkoxy, ntfro, cyano, and (Ci-C 4 )acyl. 

10. A method in accordance with claim 3, wherein Ar 1 is a substituted 
or unsubstituted monocyclic or bicyc/ic heterocycle. 

11. A me#iod iiivAccordance with claim 10, wherein said heterocycle is 
selected from the group ca/nsisting ptpyrrolyl, pyrazolyl, imidazolyl, pyrazinyl, oxazolyl, 



isoxazolyl, thiazolyl, 
purinyl, benzimidazolyl. 



indolyl,/is(j 



1, thienyi, Jf >ridyl, pyrimidyl, benzothiazolyl, benzoxadiazolyl, 



unolyl, quinoxalinyl and quinolyl. 



12. Amethod in accordance with claim 11, wherein said heterocycle is 
selected from the group cohsis/ing of thienyi, thiazolyl and benzoxadiazolyl. 

13. A method in accordance with claim 1, wherein said CCR4- 
mediated condition or disease is selected from the group consisting of contact 
hypersensitivity, atopic dermatitis, allergic airway hypersensitivity, allergic rhinitis, 
atherosclerosis, septic shock, angina, myocardial infarction, restenosis, 
ischemia/reperfusion injuw, multiple sclerosis, rheumatoid arthritis, type I diabetes, 
psoriasis, cancer and HI\y infection. 

14. At method in accordance with claim 1, wherein said CCR4- 
mediated condition or disease is psoriasis, contact hypersensitivity or atopic dermatitis. 

15. I A method in accordance with claim 14, wherein said CCR4- 
mediated condition dr disease is psoriasis. 
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16. A method in accordance with claim 14, wherein said CCR4- 
mediated condition or disease is contact hypersensitivity. 

17. A method in accordance wim claim 14, wherein said CCR4- 
mediated condition or disease is atopic dermatitis. 

18. A method in accordance with claim 1, wherein said CCR4- 
mediated condition or disease is a disease pf the airway. 

19. A method in accordance with claim 18, wherein said disease of the 
airway is selected from the group consisting of allergic asthma and allergic rhinitis. 

20. A method iry accordance with claim ^8, wherein said disease of the 
airway is allergic asthma. 

21. A method in accordance with claim 1, wherein said CCR4- 
mediated conditioner disease is a disease of innate immunity. 



22/ 



athod in accordance with claim 21, wherein said disease of 



innate immunity (s septioAhfcck. 



23\ 



nethod in accordance with claim 1, wherein said CCR4- 



mediated conditio^or/d/sease is atherosclerosis. 

24. / A method in accordance with claim 1, wherein said CCR4- 
mediated conditiorf or disease is a disease or condition characterized by platelet 
aggregation or th/ombosis. 

!5. A method in accordance with claim 24, wherein said CCR4- 
mediated disease or condition is selected from the group consisting of angina, myocardial 
infarction, restenosis, stroke and ischemia/reperfusion injury. 

26. A method in accordance with claim^, wherein said CCR4- 
mediated (Condition or disease is an allergic condition and said compound is used alone or 
in combination with at least one therapeutic agent wherein said therapeutic agent is an 
antihistamine. 
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27. A method in accordance with clainjj£ wherein said CCR4- 
mediated disease or condition is psoriasis and said compound is used alone or in 
combination with at least one therapeutic agent selected4rom a corticosteroid, a lubricant, 
a keratolytic agent, a vitamin D 3 derivative, PUVA, oj/anthralin. 

28. A method in accordance witfrf clai m 1, wherein said CCR4- 
mediated disease or condition is atopic dermatiti^and said compound is used alone or in 
combination with at least one therapeutic agen^selected from a lubricant and 
corticosteroid. 

29. A method in accordance with claim 1, wherein said CCR4- 
mediated condition or disease is asthma pid said compound is used alone or in 
combination with at least one therapeujfc agent selected from a B2-agonist and a 
corticosteroid. 

30. A method in/accordance with claim 1, wherein said compound 
interferes with the interaction between CCR4 and a ligand. 

31. ^ metho/l in Accordance with claim 1, wherein said administration 
is oral or intravenous. 

32. ANmothod in/accordance with clairn^l, wherein said subject is 
selected from the group coftetstifig of human, rat, dog, cow, horse, and mouse. 



33. 



/method in accordance with claim 1, wherein said subject is 



human. 



34. / A method in accordance with claim 1, wherein said compound is 
selected from the group consisting of 
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CI 




O O 




N-O 




O O 




A > 

N-d 



F 3 co 




O O N-d 




CI 



8 d*b ^ 




and 





35. A method in accordance with claim 1, wherein said CCR4- 
mediated disease or condition is selectedr from the group consisting of multiple sclerosis, 
rheumatoid arthritis, type I diabetes, psoriasis, cancer and HIV infection; Ar 1 is a 
substituted heterocycle; X is -SO2NH-; and Ar 2 is a substituted phenyl. 

36. A method Waccordance with claim 1, wherein said CCR4- 
mediated disease or condition is selected from the group consisting of multiple sclerosis, 
rheumatoid arthritis, tyj^e I diabetes, psoriasis, cancer and HIV infection; Ar 1 is a 
substituted heterocycjfe; X is -||fp-; and Ar 2 is naphthyl. 

37. A pha^fcn^eutical composition for the treatment of a CCR4- 
mediated disease or 4ondititfn/sai(hGQruptJsition comprising a pharmaceutically 
acceptable carrier andSan effective amount of a compound which inhibits the binding of 
MDC or TARC to CCR4/ said compound having the formula: 

Ar'-X-Ar 2 (I) 
Ar 1 and Ar 2 are/each members independently selected from the group consisting 
of substituted or unsubstituted aryl, substituted or unsubstituted fused aryl- 
heterocyclic ring systems and substituted or unsubstituted heteroaryl; and 
X is a linking group selected from the group consisting of -N(R)-, -C(0)S-, 

-CH=CHSC>2- and -S02N(R)- wherein R is a member selected from the 
gr^up consisting of H and substituted or unsubstituted (Ci-C8)alkyl. 

A composition of claim 37, wherein X is -NH-. 



J9. A composition of claim,37, wherein X is -SO2NH- 
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40. A composition of claim 37, wherein Ar' and Aj^are each 
substituted or unsubstituted members independently selected fronyfne group consisting 
of: 




and 



41. A composition of claitfrulTj wherein Ar 1 is substituted heteroaryl 
and Ar 2 is substituted or unsubstituted ary)l 

42. A compositigtfrstff claim 41, wherein said Ar 1 is a substituted 
heteroaryl selected from the gro^p co^sj^ting of substituted thiazolyl, substituted thienyl, 
and substituted furanyl. 

43. A conroosition ofl<^im41, wh^rfein said Ar 2 is a substituted or 
unsubstituted phenyl or a substituted oy unsubstktifed naphthyl. 

44. A conWsition of claim 41, wherein Ar 2 is a phenyl group having 
from 1 to 4 substituents independently selected from the group consisting of halogen, 
hydroxy, (d-C 4 )alkyl, (Ci-C 4 )alkoxy, (Ci-C 4 )alkylthio, (C r C 4 )haloalkyl, (Ci- 
C 4 )haloalkoxy, nitro, cyan^, (Ci-C 4 )acyl, amino, (Ci-C 4 )alkylamino, and di(Ci- 
C 4 )alkylamino. 

45. Ji composition of claim 44, wherein said phenyl group has from 1 
to 3 substituents independently selected from the group consisting of halogen, (Ci- 
C 4 )haloalkyl, (Ci-C 4 )naloalkoxy, nitro, cyano, and (Ci-C 4 )acyl. 

46. / A composition of claim_37, wherein Ar 1 is a substituted or 
unsubstituted monocyclic or bicyclic heterocycle. 

A composition of clain*46, wherein said heterocycle is selected 
from the group Consisting of pyrrolyl, pyrazolyl, imidazolyl, pyrazinyl, oxazolyl, 
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3 isoxazolyl, thiazolyl, furyl, thienyl, pyridyl, pyrimidyl, benzothiazoM, benzoxadiazolyl, 

4 purinyl, benzimidazolyl, indolyl, isoquinolyl, quinoxalinyl and qumolyl. 

1 48. A composition of claim 47, wherein said4ieterocycle is selected 

2 from the group consisting of thienyl, thiazolyl and benzoxadiazolyl. 
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49. A composition of claim_37, wherejn said compound is selected 
from the group consisting of 




ating CCR4 function in a cell, comprising 
contacting said cell with i. CCR^-modulating amount of a cemposition of claim^37. 

51. A method for inodulating CCR4 function, in which said cell is 
contacted with a CCR4 proTein_with a therapeutically effective amount of the composition 
of claim 37. 

52. X compound of formula (I): 



W-Y' x 
I 

or a pharmaceufically acceptable salt thereof, wherein 

W is ^elected from aryl, heteroaryl, (Ci-C8)alkyl, heteroalkyl, cycloalkyl and 
heterocycloalkyl; 

X i/ selected from N(R 5 ), S, O, C(R 3 )=C(R 4 ), N=C(R 4 ) and, optionally, when Z is 
N, X can be C(R 6 )(R 7 ); 
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Y is selected from a bond, N(R 5 ), N(R 5 )-(Ci-C 8 )alkylene, O, S/nd S(0) n , wherein 

the integer n is 1 or 2; 
Z is selected from N and C(R 8 ); 

\ C0 2 R\ CONR'R", 
(Ci-C 8 )alkyl, heteroalkyl, aryl, heteroaryl, N(R$(R 7 ), OR 9 and optionally, 
R 1 and R 2 combine to form a 5- to 8-membered ring containing from 0 to 3 
heteroatoms selected from N, O and S, wherein R' and R" are 
independently selected from H, (Ci-Cgjalkyl and aryl, and when R' and R" 
are attached to nitrogen atom, they may He combined with the nitrogen 
atom to form a 5-, 6-, or 7-membered riiig; 
R 3 , R 4 and R 8 are independently selected fromH, halogen, CN, OH, (Ci-C8)alkyl, 

heteroalkyl, aryl, heteroaryl, 0(Ci-Cyfalkyl, N(R 6 )(R 7 ) and OR 9 ; 
R 5 is selected from H, (Ci-Cg)alkyl, heteroalkyl, aryl and heteroaryl; 
R 6 and R 7 are independently selected from H, (Ci-C8)alkyl, heteroalkyl, aryl and 

heteroaryl; and 
R 9 is selected from (Ci-(C 8 )alkyl, het&Mkyl and haloalkyl; 
with the provisos that R 2 is other thaj/ffljwhen W is unsubstituted phenyl, X is S, 
Y is NH, Z is N and R 1 is (Ci/Cg)alkyl; and R 1 \1 other than phenyl, when W is phenyl or 
unsubstituted naphthyl, X is S, Y is NH, and Z i^N. 



53. 
54. 
55. 
56. 



A compound of claim 52, wt 



*TsN. 



A compous^yf clpim 52, wherein X is S. 
A compound of claim 52, wherein Y is N(R 5 ). 
A compound of claim 52, wherein Z is N, X is S and Y is N(R 5 ). 



57. A compound of claim 52, wherein W is aryl or heteroaryl. 



58. 

phenyl or naphthyl. 

59. 

2 pyridyl or quinolyl. 



A compound of claim 57, wherein W is substituted or unsubstituted 



/compound of claim 57, wherein W is substituted or unsubstituted 

/ 
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1 60. A compound of claim 5£/wherein R 1 a^d R 2 are each 

2 independently selected from H and (Ci-C8)alkyl. 

1 61 . A compound of claim 52, wherein R 1 and R 2 are combined to form 

2 a fused 6-membered aryl or heteroaryl ring. 

1 62. A compound o£ clai)nS2^wherein Z is N, X is S, Y is N(R 5 ) and 

2 R 1 and R 2 are each independently selected ffim H and (Ci-C 8 )alkyl. 

1 63. A compound o^aiiA%2^wherein Z is N, X is S, Y is N(R 5 ) and 

2 R 1 and R 2 are combined to form a fused ^memt>5red*aryl or heteroaryl ring. 



m 
m 
en 
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64. A compojmd of claim 52^aid compound being selected from the 
group consisting of: 
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66. A compound of claim 52, wherein 
W is selected from substituted phenyl, substituted^ or unsubstituted naphthyl, 
pyridyl, quinolyl, (Ci-C8)alkyl, heteroaljcyl, cycloalkyl and 
heterocycloalkyl; 

X is selected from N(R 5 ), S, O, C(R 3 )=C(R 4 /, N=C(R 4 ) and, optionally, when Z is 

N,Xcanbe C(R 6 )(R 7 ); 
Y is selected from a bond, Nj^K 5 ), N(R^-/Ci-C8)alkylene, O, S and S(0) n » wherein 

the integer n is 1 
Z is selected from N and 
R 1 andR 2 are independei 



(Ci-C 8 )alkyl, hetejj 
R 1 and R 2 combim 



m H, halogen, CN, C0 2 R', CONR'R", 
teroaryLN(R 6 )(R 7 ), OR 9 and optionally, 
a Jf- to 8-membered ring containing from 0 to 3 
heteroatoms selectecf^rrfm^, O and S, wherein R' and R" are 
independently selected from H, (Ci-Cg)alkyl and aryl, and when R' and R" 
are attached to a nitrogen atom, they may be combined with the nitrogen 
atom to form a 5-,yt>-, or 7-membered ring; 

selected from H, halogen, CN, OH, (C r C 8 )alkyl, 
heteroalkyl, ar\4, heteroaryl, 0(Ci-C 8 )alkyl, N(R 6 )(R 7 ) and OR 9 ; 



R 3 , R 4 and R 8 are indepe 



R is selected from H; (Ci-Cg)alkyl, heteroalkyl, aryl and heteroaryl; 

R 6 and R 7 are independently selected from H, (Ci-C8)alkyl, heteroalkyl, aryl and 

heteroaiyl;/and 
R 9 is selected froih (d-C8)alkyl, heteroalkyl and haloalkyl. 



1 



67. 



compound of claim 66, wherein Z is N. 
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68. A compound of claim 66, wherein X is S. 

— ~> 

69. A compound of claim 66, wherein Y is N(R^ 

70. A compound of claim 66, wherein Z is N/X is S and Y is N(R 5 ). 

71. A compound of claim66, wherein W p substituted phenyl or 
substituted or unsubstituted naphthyl. 

72. A compound of claim 66, whereij/ W is substituted or unsubstituted 
pyridyl or substituted or unsubstituted quinolyl. 

73. A compound of claim 66, wherein R 1 and R 2 are independently 
selected from the group consisting of H and (Ci-C^alkyl. 

74. A compound of claim 66,yWherein R 1 and R 2 are combined to form 
a fused 6-membered aryl or heteroaryknng. 



75 . A compound^ of claim j 



substituted or unsubstituted naphl 



yl, Z is N, X : 



herein W is substituted phenyl or 
S, Y is N(R 5 ), and R 1 and R 2 are 



independently selected from the g'oup consistina^f H and (Ci-C 8 )alkyl. 



76. A compound, of cl^imy66, wherein W is substituted phenyl or 
substituted or unsubstituted naphthyl, 

combined to form a fused 6-membere(l aryl or heteroaryl ring. 



J, X is S, Y is N(R 5 ), and R 1 and R 2 are 



77. A compound/of claim 66, wherein W is substituted or unsubstituted 
pyridyl or substituted or unsubstituted quinolyl, Z is N, X is S, Y is N(R 5 ), and R 1 and R 2 
are independently selected from me group consisting of H and (Ci-C8)alkyl. 

78. A compound of claim 66, wherein W is substituted or unsubstituted 
pyridyl or substituted or unsubstituted quinolyl, Z is N, X is S, Y is N(R 5 ), and R 1 and R 2 
are combined to form a fusea 6-membered aryl or heteroaryl ring. 

79. A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier and a compound of formula (I): 



z w 

JJ \^ 2 

W-Y^ X ^ R 
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iff 



or a pharmaceutically acceptable salt thereof, wherein 

W is selected from aryl, heteroaryl, (Ci-C8)alkyl, heteroalkyl 5/ izJycloalkyl and 
heterocycloalkyl; 

X is selected from N(R 5 ), S, O, C(R 3 )=C(R 4 ) 5 N=C(R 4 ) ?fid, optionally, when Z is 

N,Xcanbe C(R 6 )(R 7 ); 
Y is selected from a bond, N(R 5 ), N(R 5 )-(Ci-C 8 )aty#lene, O, S and S(0) n , wherein 

the integer n is 1 or 2; 
Z is selected from N and C(R 8 ); 

R 1 and R 2 are independently selected from M, halogen, CN, C0 2 R\ CONR'R", 
(Ci-C 8 )alkyl, heteroalkyl, aryl, he^feroaryl, N(R 6 )(R 7 ), OR 9 and optionally, 
R 1 and R 2 combine to form a 5yto 8-membered ring containing from 0 to 3 
heteroatoms selected from NJO and S, wherein R' and R" are 



independently seleqled froiyf H 

are attached to 

atom to form 
R 3 , R 4 and R 8 are independently 

heteroalkyl, aryl, h/tero 
R 5 is selected from H, (( 
R 6 and R 7 are indep© 



, (Ci-Cg)alkyl and aryl, and when R' and R r 
., they may be combined with the nitrogen 
membered ring; 

lected from H, halogen, CN, OH, (C r C 8 )alkyl, 
, 0(CrC 8 )alkyl, N(R 6 )(R 7 ) and OR 9 ; 
Ikyl^i^eterg^Bcyl, aryl and heteroaryl; 
elected from H, (Ci-C 8 )alkyl, heteroalkyl, aryl and 



heteroaryl; 

R 9 is selected from/Ci-C8)alkyl, heteroalkyl and haloalkyl. 

80. A method for treating a CCR4-mediated condition in a subject, said 
method comprising adimnistering to a subject in need of such treatment an effective 
amount of a compound of of formula (I): 
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W-Y^ x 



or a pharmaceiitically acceptable salt thereof, wherein 

W is selected from aryl, heteroaryl, (Ci-Cg)alkyl, heteroalkyl, cycloalkyl and 
heterocycloalkyl; 

X j& selected from N(R 5 ), S, O, C(R 3 )=C(R 4 ), N=C(R 4 ) and, optionally, when Z is 
N, X can be C(R 6 )(R 7 ); 
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Y is selected from a bond, N(R 5 ), N(R 5 )-(Ci-C 8 )alkylene, O, S and S£6) n , wherein 

the integer n is 1 or 2; 
Z is selected from N and C(R 8 ); 

R 1 and R 2 are independently selected from H, halogen, CN, CGf 2 R\ CONR'R", 
(Ci-C 8 )alkyl 5 heteroalkyl, aryl, heteroaryl, N(R 6 )(RYOR 9 and optionally, 
R l and R 2 combine to form a 5- to 8-membered ring containing from 0 to 3 
heteroatoms selected from N, O and S, wherein R' and R" are 
independently selected from H, (Ci-C8)alkyl and aryl, and when R' and R" 
are attached to nitrogen atom, they may be combined with the nitrogen 
atom to form a 5-, 6-, or 7-membered rin£ 

R 3 , R 4 and R 8 are independently selected from H( halogen, CN, OH, (Ci-C 8 )alkyl, 
heteroalkyl, aryl, heteroaryl, 0(Ci-C 8 telkyl, N(R 6 )(R 7 ) and OR 9 ; 

R 5 is selected from H, (Ci-C 8 )alkyl, heteroalkyl, aryl and heteroaryl; 

R 6 and R 7 are independently/selectecl fronyH, (Ci-C8)alkyl, heteroalkyl, aryl and 
heteroaryl; and 

R 9 is selected from (Ci-C/)alkyl, heterjfclkyl and haloalkyl. 

81 . A pharmaceutical compositkinconprising a pharmaceutically 
acceptable carrier and a compound selected from the group consisting of: 
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